Unless otherwise noted, reagents were obtained from Sigma-Aldrich, Inc. (St. Louis, MO), and used as received. NMR spectra were obtained on Varian NMR system, operating at 400 MHz and 500 MHz for 1 H acquisitions. LCMS analysis was performed using a Waters Alliance reverse-phase HPLC, with single-wavelength UV-visible detector and LCTPremier time-of-flight mass spectrometer (electrospray ionization). GCMS analysis was performed using an Agilent gas chromatograph with a transmission quadrupole mass spectrometer (electrospray ionization). All newly synthesized compounds were deemed >95% pure by LCMS analysis and made into hydrogen chloride salts prior to submission for biological testing. O O N N (4aR,8aS)-2-cyclopentyl-4-(3-(cyclopentyloxy)-4-methoxyphenyl)-1,2,4a,5,8,8a-hexahydro phthalazine (5, NEU-0000411). Prepared using adaptation of methods previously reported. 1-3 1 H NMR (500 MHz, CDCl 3 ) δ 1.58 -1.69 (m, 5 H), 1.79 -2.03 (m, 14 H), 2.12 -2.25 (m, 2 H), 2.74 (t, J = 5.8 Hz, 1 H), 2.97 -3.06 (m, 1 H), 3.30 (m, 1 H), 3.89 (s, 3 H), 4.77 -4.84 (m, 1 H), 5.20 -5.28 (m, 1 H), 5.64 -5.71 (m, 1 H), 5.74 -5.82 (m, 1 H), 6.85 (d, J = 8.5 Hz, 1H), 7.23 (dd, J = 8.5, 1.7 Hz, 1 H), 7.52 (d, J =
2-chloro-4-(3-(cylopentyloxy)-4-methoxyphenyl)pyrimidine (10).
While under nitrogen, dry tetrahydrofuran (10 mL) was added to a flame dried, evacuated flask. To this flask was added a solution of 4-bromo-2-(cyclopentyloxy)-1-methoxybenzene (0.500 g, 1.844 mmol) dissolved in dry tetrahydrofuran (5 mL 
4-(3-(benzyloxy)-4-methoxyphenyl)-2-chloropyrimidine (14b).
To 2-(benzyloxy)-4-bromo- 
4-(3-(cyclopentyloxy)-4-methoxyphenyl)-N,N-dimethylpyrimidin-2-amine (12a, NEU-0000789).
(Yield: 4%). 1 
N-cycloheptyl-4-(3-(cylopentyloxy)-4-methoxyphenyl)-pyrimidin-2-amine (12d, NEU-0000671).
(Yield: 14%). 1 
Molecular Modeling
The structural file containing the structure of 5 was expanded into a 3D conformer database using OMEGA v.2.2.1 (OpenEye, Santa Fe, NM), allowing an energy window of 8 kcal/mol above ground state, and an msd cutoff of 0.8 Å per the method described in Hawkins et al. 5 . The lowest energy conformer was selected. In a similar way, using OMEGA v. 2.2.1, 3D conformer libraries of 8c and 11a were generated. No limitation in terms of maximum number of conformers was set. The conformer of 5 was compared the conformer databases of 8c and 11a using ROCS (OpenEye). The highest scoring overlaps from ROCS were then subjected to electrostatic overlap comparison using EON (OpenEye). 
